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DETAILED ACTION 

Applicant filed a response to the Non-Final Action of January 7, 2008 on April 7, 
2008. Claims 2-7, 16, 21, 22, 26-42 are cancelled. Claims 1 , 8-15, 17-20, 23-25 are 
amended. 

Claims 1, 8-15, 17-20, 23-25 are under consideration. 

It is noted that the Examiner has called Mr. Gary Tanigawa on July 1 , 2008, to 
propose claim amendments to put the case into condition for allowance. Mr. Tanigawa 
returned the call on July 3, 2008, but could not guarantee that a response from 
Applicant regarding the claim amendments could be made before the instant Office 
Action was due. 

Withdrawn Rejections 

35 USC § 112, 2 nd parag. 

Applicant's arguments, see pages 6-7, filed April 7, 2008, with respect to the 
rejection of claims 8, 10, 1 1 have been fully considered and are persuasive. Applicant 
indicates that these claims have been amended. The rejection of claims 8, 10, 11 has 
been withdrawn . 
35 USC § 103 

Applicant's arguments, see pages 7-9 of Applicant's response, filed April 7, 2008, 
with respect to the rejection of claims 1-6, 15, 16, 20-22, 24, 25 as being unpatentable 
over Brancaccio et al. 1000 in view of Flatschart and Sogayar, 1999, and Capecchi, 
1989 have been fully considered and are persuasive. Applicant has amended the 
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claims such that the claimed mice exhibit a phenotype. The rejection of claims of 1 , 15, 
20, 24, 25 has been withdrawn . It is noted that the rejection of claims 2-6, 16,21, 22 
is withdrawn as the claims are cancelled. 

Applicant's arguments, see pages 7-9 of Applicant's response, filed April 7, 2008, 
with respect to the rejection of claims 1-4, 15, 20 have been fully considered and are 
persuasive. Applicant has amended the claims such that the claimed mice exhibit a 
phenotype. The rejection of claims 1 , 15, 20 has been withdrawn . It is noted that the 
rejection of claims 2-4 is withdrawn as the claims are cancelled. 

New/Maintained Objection/Rejections 
Claim Objections 

Claims 1 , 8-1 5, 1 7-20 are newly objected to because of the following 
informalities. Claim 1 , line 1 , uses the phrase, "comprising disruption." The word, "a" 
appears to be missing between "comprising disruption". Appropriate correction is 
required. Claims 8-15, 17-20 depend on claim 1 and are included in the objection. 

Claim 23, step ii) reads "a compound a compound." It appears that one of "a 
compound" is redundant. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 
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Claims 1 , 8-1 5, 1 7-20, 23-25 remain rejected in modified form under 35 
U.S.C. 112, first paragraph, because the specification, while being enabling for 

1) a transgenic mouse comprising a disruption in its endogenous melusin gene, 
wherein said mouse lacks expression of endogenous melusin, and wherein said mouse, 
after being subjected to a hypertensive condition, develops at least a phenotype 
selected from the group consisting of impaired heart hypertrophy, heart dilation, and 
heart failure, 

2) a method of producing a transgenic mouse comprising a disruption in its 
endogenous melusin gene, wherein said mouse lacks expression of endogenous 
melusin, and wherein said mouse, after being subjected to a hypertensive condition, 
develops at least a phenotype selected from the group consisting of impaired heart 
hypertrophy, heart dilation, and heart failure, said method comprising: 

a) disrupting by homologous recombination the gene encoding melusin in a 
mouse embryonic stem (ES) cell, 

(b) injecting said ES cell into a mouse blastocyst, 

(c) implanting said blastocyst into the uterus of a foster mother mouse to 
generate a chimeric embryo, 

(d) obtaining a chimeric mouse which has germ line cells comprising a disrupted 
gene encoding melusin from said chimeric embryo, 

(e) breeding said chimeric mouse with a different mouse strain, and 

(f) selecting a male transgenic mouse comprising a disruption of the gene 
encoding melusin, 
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3) a method of producing a transgenic mouse comprising a disruption in its 
endogenous melusin gene, wherein said mouse lacks expression of endogenous 
melusin, further comprising breeding a male transgenic mouse comprising a disruption 
in its endogenous melusin gene with a female transgenic mouse comprising a 
heterozygous or homozygous disruption in its endogenous melusin gene, and selecting 
a homozygous female mouse comprising disrupted genes encoding melusin, 

4) a method of selecting a compound that is pharmacologically active in the 
treatment of heart failure, said method comprising: 

i) inducing a hypertensive condition in the transgenic mouse comprising a 
disruption in its endogenous melusin gene, wherein said mouse lacks expression of 
endogenous melusin, and wherein said mouse, after being subjected to a hypertensive 
condition, develops at least a phenotype selected from the group consisting of impaired 
heart hypertrophy, heart dilation, and heart failure, 

ii) administering compounds to said mouse, 

iii) selecting a compound that is pharmacologically active in the treatment of 
heart failure. 

5) A method of selecting a compound that is pharmacologically active in the 
treatment of heart failure, said method comprising: 

i) inducing a hypertensive condition in the cells obtained from a mouse 
comprising a disruption in its endogenous melusin gene, wherein said mouse lacks 
expression of endogenous melusin, and wherein said mouse, after being subjected to a 
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hypertensive condition, develops at least a phenotype selected from the group 
consisting of impaired heart hypertrophy, heart dilation, and heart failure, 
i) administering compounds to the said cells, 

iii) selecting a compound that is pharmacologically active in the treatment of 
heart failure, 

6) A method of selecting a compound that is pharmacologically active in the 
prevention of heart failure, said method comprising: 

i) administering compounds to the transgenic mouse comprising a disruption in 
its endogenous melusin gene, wherein said mouse lacks expression of endogenous 
melusin, and wherein said mouse, after being subjected to a hypertensive condition, 
develops at least a phenotype selected from the group consisting of impaired heart 
hypertrophy, heart dilation, and heart failure, 

ii) inducing a hypertensive condition in said mouse, 

iii) selecting a compound that is pharmacologically active in the prevention of 
heart failure 

7) A method of selecting a compound that is pharmacologically active in the 
prevention of heart failure, said method comprising: 

i) administering compounds to the cells obtained from a mouse comprising a 
disruption in its endogenous melusin gene, wherein said mouse lacks expression of 
endogenous melusin, and wherein said mouse, after being subjected to a hypertensive 
condition, develops at least a phenotype selected from the group consisting of impaired 
heart hypertrophy, heart dilation, and heart failure, 
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ii) inducing a hypertensive condition in said cells, 

iii) selecting a compound that is pharmacologically active in the prevention of 
heart failure. 

does not reasonably provide enablement for: 

1 ) a transgenic mouse comprising a disruption of the gene or genes encoding 
melusin, wherein said mouse, after being subjected to a hypertensive condition, 
develops at least a phenotype selected from the group consisting of impaired heart 
hypertrophy, heart dilation, and heart failure and 

2) a transgenic mouse comprising a heterozygous disruption of the gene 
encoding melusin, wherein said mouse, after being subjected to a hypertensive 
condition, develops at least a phenotype selected from the group consisting of impaired 
heart hypertrophy, heart dilation, and heart failure, 

3) a method of producing a transgenic mouse comprising disruption of the gene 
encodinq melusin, wherein said disruption inhibits expression of wild type melusin, said 
method : 

a) disrupting by homologous recombination the gene encoding melusin in a 
mouse embryonic stem (ES) cell, 

(b) injecting said ES cell into a mouse blastocyst, 

(c) implanting said blastocyst into the uterus of a foster mother mouse to 
generate a chimeric embryo, 

(d) obtaining a chimeric mouse which has germ line cells comprising a disrupted 
gene encoding melusin from said chimeric embryo, 
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(e) breeding said chimeric mouse with a different mouse strain, and 

(f) selecting a transgenic mouse comprising a disruption of the gene encoding 
melusin. 

4) a method of screening compounds for pharmacological activity, said method 
comprising: 

i) administering compounds to the transgenic mouse comprising a disruption of 
the gene or genes encoding melusin, wherein said mouse, after being subjected to a 
hypertensive condition, develops at least a phenotype selected from the group 
consisting of impaired heart hypertrophy, heart dilation, and heart failure, 

ii) selecting a compound that is pharacologically active in the prevention and/or 
treatment of heart failure. 

5) a method of screening compounds for pharmacological activity, said method 
comprising: 

i) administering compounds to the cells obtained from the transgenic mouse 
comprising a disruption of the gene or genes encoding melusin, wherein said mouse, 
after being subjected to a hypertensive condition, develops at least a phenotype 
selected from the group consisting of impaired heart hypertrophy, heart dilation, and 
heart failure, 

ii) selecting a compound that is pharacologically active in the prevention and/or 
treatment of heart failure. 

6) a method of studying a heart pathology, said method comprising: 
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i) exposing the transgenic mouse comprising a disruption of the gene or genes 
encoding melusin, wherein said mouse, after being subjected to a hypertensive 
condition, develops at least a phenotype selected from the group consisting of impaired 
heart hypertrophy, heart dilation, and heart failure to hypertensive conditions and 

ii) studying the development of a heart pathology in said mouse, wherein said 
pathology is selected from the group consistinf of heart failure, congestive heart failure, 
dialated cardiomyopathy, hypertensive cardiomyopathy, hypertrophic cardiomyopathy, 
and heart infarct. 

The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the invention 
commensurate in scope with these claims. 

Applicant's amendments raise new issues of enablement. Response to 
Applicant's rebuttals of April 7, 2008 follows the new issues of enablement. 

Claim 1 has been amended and encompasses heterozygous female mice that 
express wild type melusin and exhibit no phenotype. Nothing in the art or the 
specification teaches that heterozygous mice comprising a disruption in melusin exhibits 
the phenotypes as listed in claim 1 . Further, as far as can be told, the heterozygous 
female mice are not disclosed as exhibiting any phenotype. Subsequently, neither the 
specification nor the art provides any guidance for using a mouse with no phenotype. 
Similarly, while claim 24 indicates that the claimed method makes mice that express no 
wild type melusin, it is noted that the method does not indicate how to exclude female 
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heterozygous mice that express wild type melusin such that the method can be 
practiced. 

Applicant's arguments, see page 6 of Applicant's response, filed April 7, 2008, 
with respect to the rejection of claims 1-25, 40-42 have been fully considered and are 
persuasive. As such, the rejection as they apply to the Office Action of January 7, 2008 
is withdrawn . However, Applicant's amendments raise new issues of rejection, as 
discussed above. To reiterate, the claims encompass heterozygous female mice and 
nothing in the art or specification indicates that heterozygous females exhibit any of the 
phenotypes listed in claim 1 . Further, nothing in the art or specification teaches how to 
use mice that exhibit no phenotype. 

As such, the claims remain rejected. 

It is noted that the rejection of claims 2-7, 16, 21 , 22, 40-42 is withdrawn as the 
claims are cancelled. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claim 1 7 is newly rejected under 35 U.S.C. 1 1 2, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. Claim 17 depends on claim 16, a cancelled claim. 
In the interest of compact prosecution, claim 17 has been interpreted to depend on 
claim 1. 
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Claims 18, 23 are newly rejected under 35 U.S.C. 112, second paragraph, as 
being incomplete for omitting essential steps, such omission amounting to a gap 
between the steps. See MPEP § 21 72.01 . The omitted step is that the mice or cells 
need to be induced with a hypertensive condition such that the compounds can be 
screened to see the effect of the compound. In addition to this issue, in the method of 
screening for compounds that treatment of heart failure, an artisan would need to 
induce the hypertensive condition, administer the compound, and then select a 
compound. In the method of screening for compounds that prevent heart failure, an 
artisan would need to administer the compound, induce the hypertensive condition, and 
then select a compound. 



Conclusion 

No claims allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Joanne Hama, Ph.D. whose telephone number is 571- 
272-291 1 . The examiner can normally be reached Mondays, Tuesdays, Thursdays, 
and Fridays from 9:00-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Peter Paras, can be reached on 571-272-4517. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to (571 ) 272-0547. 
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Patent applicants with problems or questions regarding electronic images that 

can be viewed in the Patent Application Information Retrieval system (PAIR) can now 

contact the USPTO's Patent Electronic Business Center (Patent EBC) for assistance. 

Representatives are available to answer your questions daily from 6 am to midnight 

(EST). The toll free number is (866) 217-9197. When calling please have your 

application serial or patent number, the type of document you are having an image 

problem with, the number of pages and the specific nature of the problem. The Patent 

Electronic Business Center will notify applicants of the resolution of the problem within 

5-7 business days. Applicants can also check PAIR to confirm that the problem has 

been corrected. The USPTO's Patent Electronic Business Center is a complete service 

center supporting all patent business on the Internet. The USPTO's PAIR system 

provides Internet-based access to patent application status and history information. It 

also enables applicants to view the scanned images of their own application file 

folder(s) as well as general patent information available to the public. For all other 

customer support, please call the USPTO Call Center (UCC) at 800-786-9199. 

/Joanne Hama/ 
Art Unit 1632 



/Peter Paras, Jr./ 
Peter Paras, Jr. 

Supervisory Patent Examiner, Art Unit 1632 



